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Amendments to Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 

application: 

Wing of Claims 

Claim 1 (cancelled) 

Claim 2 (cancelled) 

Claim 3 (previously presented) A method to modulate the expression of one or more 
exogenous genes in a subject, wherein the subject is other than a plant, comprising 
administering to the subject an effective amount of a ligand of the formula: 




wherein: 

E is a (C4-Cfi)alkyl containing a tertiary carbon or a .cyano(C3-C&)alkyl containing 
a tertiary carbon; 

ft* is H, Me, Et, i-Pr, F, fcrznyl, CF 3 , CHF3, CHCk, CH2F, CH2CI, CH2OH, 

CttiOMe^ CfisCN, CN, C-CH, l-propynyl, 2-propynyl, vinyl, OH, OMe, OEt, 
cyclbpropyl, CF3CF3, CH=CHCN, allyl, azido, SCN, or SCHFa; 

R* i& H; Me, Et, n-Pr, i-Fr, formyl, CF 3 , CHFs, CHCb, CHaF, CH2CI, CHsOH, 
CHsOMe, CBUCN, CN, CkCH, l-propynyl, 2-propynyl, vinyl, Ac, F, CI, OH, 
OMte, OEt, O-n-Pr, OAc, NMe 2t NEt 2 , SMe, SEt/SOCFs, OC&CFsH, COEt, 
cyclopropyl, CF2CF3, CH=CHCN, allyl, azido, OCF3, OCHF2, O-i-Pr, SCN, 
SCHF2, SOMe, NH-CN, or joined with R 3 and the phenyl carbons to which R 2 
and R 3 are attached to form an ethylenedioxy, a dihydrofuryl ring with the 
oxygen adjacent to a phenyl carbon, or a dihydropyryl ring with the oxygen 
adjacent to a phenyl carbon; 

R* is H; Et, or joined with R 3 and the phenyl carbons to which R 2 and R3 are 
attached to f&rm an ethylenedioxy, a dihydrofuryl ring with the oxygen 
adjacent to a phenyl carbon, or a dihydropyryl ring with the oxygen adjacent 
to a phenyl carbon; 
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K\ R5, and R« are independently H, Me, Et, F, CI, Br, formyl, CFs, CHF 2 , CHCb, 
CHaF, CH2CI, CHaOH, CN, C=CH, 1-propynyl, 2rpropynyl, vinyl, OMe, OEt, 
SMe, orSEt; 
provided that: 

a) when R 1 is Me and R 2 is OMe; 

then R 3 is H; and the combination R 4 , R 6 , and R e is 3,5-di-Me, 3,5-di-OMe-4- 
Me, 3,5-dtCl, or 3,5-dx-F; 

b) when. R 1 is Me and R 2 is OEt; 

then R 9 is H and the combination R 4 , R°, and R* is 3,5-di-Me, 3,5-di-OMe-4- 
Me, 3,5-di-Cl, 3,5-di-F, 2,4- or 2,5-di-F, 2,4- or 2,5-di-Cl ; 

c) when R 1 is Et and R z is OMe or OEt; 

then R 3 is H and the combination R 4 , R 5 , and R $ is: 

i) 3 f 5-dirOM0-4-Me, 3,5-di^Cl, 3,5*di-F, 2,4- or 2>di-F, 2,4- or 2,5-di-Cl, 3- 
OMe, 2-Ci-5-Me, 2-Br-5-Me, 2^01, 2-Br, or 3-Me; or 

ii) R* is H, R* is Me, and R° is Et, F, CI, Br, formyl, CFa, CHFa, CHCb, CHaF, 
CH2CI, CH2OH, CN, CsCH, 1-propynyl, 2-propynyl, vinyl, OMe, OEt, 
SMe, or SEt; 

d) when R 1 is i-Pr; 

then R 2 is OMe, ox Ofit; R* is H; and the combination R 4 , R 6 , and RG is 3,5-di- 
Me; 

e) whenR 3 ifiEt; 

then R 2 is H, R 1 is F or CI, and the combination R 4 , R e , and R 5 is 3,5-di-Me; 
0 whetn R 2 and R 8 , together with the phenyl carbons to which they are attached, 
form an ethylenediioxy ring; 

then R 1 is Me or Et and the combination R 4 R 5 , and R® is 3,5-di-Me; 

g) when R 2 and R 3 , together with the phenyl carbons to which they are attached, 
form a dihydrofuiyl or dihydropyryl ring; 

then R> is Et and the combination R 4 , R 6 , and R* is 3,5-di-Me; 

h) . when Ri is formyl, CFs, CHFs, CHCla, CH2F, CH2CI CH2OH, CHaOMe, 

CH2CN, CN, C«CH, 1-propynyl, 2-propynyl vinyl,. OH, cyclopropyl CFgCFg, 
CH==CHCN, allyl, azido, SCN, or SCHF2; 

then R 2 is OMe or OEt, R^ is H, and the combination R 4 , R«, and R e is 3,5-di- 
Me; and 

3 



PAGE 4/15 * RCVD AT 12/912004 4:58:04 PM [Eastern Standard Time] * SVR:USPT0-EFXRF-1I3 ' DNIS:8729306 * CSID:215 619 1 665 * DURATION (mm-ss):04<32 



RHEOGENE 



215 619 1665 



12/09 '04 16:50 NO. 007 05/15 



Application No. 09/965,703 
Amendment dated December 9, 2004 
Reply to Office Action of September 9, 2004 

i) when R 3 is Me, Et, n-Fr, i-Pr, formy), CPs, CHF 2 , CHCk, CH2F, CH2CI, 
CtfcOH, CHaOMe, ClbCN, CN, C=CH, 1-propynyl, 2-propynyl, vinyl, Ac, F, 
CI, OH, O-n-Pr, OAc, NMea, NEtz, SMe, SEt, SOCFa, OCF2CF2H, COEt, 
cyclopropyl, CFaCFs, CH=CHCN, ally!, azido, OCF*, OCHFa, O-i-Pr, SCN, 
SCHF2, SOMe, or NH-CN; 

then R l is Et, R 3 is H, the combination R 4 , R 5 , and R 6 is 3,5-di-Me; 
wherein the cells of the subject contain; 

a) an ecdysone receptor complex comprising: 

1) a DNA binding domain; 

2) a binding domain for the ligand; and 

3) a transac'tivation domain; and 

b) a DNA construct comprising: 

1) the exogenous gene; and 

2) a response element; and 



a) the exogenous genie is under the control of the response element; and 

b) binding of the DNA binding domain to the response; element in the presence 
of the ligand Results in activation or suppression of the gene. 

Claim 4 (original): A method for producing a polypeptide comprising the steps of; 
a) selecting a cell which is substantially insensitive to exposure to a ligand of the 



wherein: 



formula: 




wherein: 



E is a (d-Cs)alkjd containing a tertiary carbon or a cyaao(Cs-Cs)alkyl containing 
a tertiary cafcbon; 



is H, Me, Et, i-Pr, F, formyl, CF 8 , CHFu, CHCfe, CH2F, CH2CI, CH2OH, 
CHaOMe, ClfcCN, CN, C-CH, 1-propynyl, 2-propynyl, vinyl, OH, OMe, OEt, 
cyclopropyl, CFaCFs, CH=CHCN, allyl, azido> SCN, or SCHF2; 
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R2 is H, : Me, Et, n-Pr, i-Pr, fbrmyt, CF 3 , CHF 2 , CHCfc, CHsF, CH2CI CHsOH, 
CHaDMe, CH3CN, CN, C=CH, 1-propynyl, 2-propynyl, vinyl, Ac, F, CI, OH, 
OMe, OEt, O-n-Fr, OAc, NMe 2 , NEta, SMe, SEt, SOCFs, OCF2CF2H, COEt, 
cyclopropyl, CF2CF3, CH=CHCN, allyl, azido, OCFa, OCHF2, O-i-Pr, SCN, 
SCHF2, SOMe, NH-CN, or joined with R 8 and the phenyl carbons to which R 8 
and R 3 axe attached to form an ethylenedioxy, a dihydrofuryl ring with the 
oxygen adjacent to a phenyl carbon, or a dihydropyxyl ring with the oxygen 
adjacent to a phenyl carbon; 

R 3 is H,- Et, or joined with R 8 and the phenyl carbons to which R 2 and R 3 are 
attached to form an ethylenedioxy, a dihydrofuryl ring with the oxygen 
adjacent to a phenyl carbon, or a dibydropyryl ring with the oxygen adjacent 
to a phenyl carbon; 

R 4 > R6, and R G are independently H, Me, Et, F, CI, Br, formyl, CF3, CHF2, CHCls, 
CHzF, CH2CI, CH2OH, CN, CCH, l-propynyl 2^propynyi, vinyl, OMe, OEt, 
SMe, or SEt; 
provided that: 

a) when R l is Me and R 3 is OMe; 

then R3 is H; and the combination R 4 , R 5 , and Re is 3,5-di-Me, 3,5-di-OMe-4- 
Me, 3,5-di-Cl, or 3,5-di-F; 

b) when R> is Me and R 2 is OEt; 

then R s is H aind the combination R 4 , R«, and R« is 3,5-di-Me, 3,5-di-OMe-4- 
Me, 3,5-di*Cl, 3,5-di-F, 2,4- or 2,5-di-F, 2,4- or 2,5-di-Cl ; 

c) when R 1 is Et and R* is OMe or OEt; 

then R 8 is H and the combination R 4 , R 5 , and R 6 is: 

i) 3,5-di-OMe-4-Me, 3,5-di-Cl, 3,5-di-F, 2,4- or 2,5-di-F, 2,4- or 2,5-di-Cl 3- 
OMe, 2-Cl-5-Me, 2-Br-6-Me, 2-Cl, 2-Br, or 3-Me; or 

ii) R 6 is ,H, ft 4 is Me, and R c is Et, F, CI, Br, formyl, CF3, CHFa, CHCk, CH2F, 
CH 2 C1, CH2OH, CN, C^CH, l^propynyl, 2-propynyl, vinyl OMe, OEt, 
SMe, or SEt; 

d) when R 1 is i-Pr; 

then R 3 is OlVIe, or OEt; R 3 is H; and the combination R 4 , R", and R a is 3,5-di- 
Me; 

e) whenRMsEt; 
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i 

then R 2 is H, R 1 is F or CI and the combination R 4 , R* and R* is 3,5-di-Me; 

f) when R 2 and R 3 , together with the phenyl carbons to which they are attached, 
form . an ethylenedioxy ring; 

then R l is Me or Et and the combination R 4 , R 5 t and R« is 3>di*Me; 

g) when R 2 and R 5 , together with the phenyl carboite to which they are attached, 
form a darydr^furyl or dihydropyryl ring; 

then R* is Et and the combination R 4 , R 5 , and R 6 is 3,5-di-Me; 

h) when R 1 'is formyl, CF 3 , CHFz, CHCI2, CH*F, CH2CI, CH 2 OH, CH 2 OMe, 
CH2CN, CN, C^CH, 1-propynyI, 2-propynyl, vinyl, OH, cyclopropyl, CF2CF3, 
CH=CHCN, allyl, azido, SCN, or SCHF2; 

then R 2 is OMe or OEt, R 3 is H t and the combination R 4 , R 5 , and R* is 3,5-di- 
Me; and 

i) when R s is Me 7 Et, n^Fr, i-Pr, fcrmyl, CF 3 , CHFa, CHCI2, CHaF, CrbCl, 
CH2OH, CHaOMe, CH2CN, CN, C=CH, l-propynyl, 2-propynyl, vinyl, Ac, F, 
CI OH, O-n-Pr, OAc, NMe», NEta, SMe, SEt, SOCF3, OCF 2 CF 3 H, COEt, 
cyclopropyl, CF 2 CF 3! CH-CHCN, allyl, azido, OCFe, OCHFa, O-i-Pr, SCN, 
SCHF2, SOMe, or NH-CN; 

then R 1 is Et; R 3 is H, the combination R 4 , R 5 , and R e is 3,5-di-Me; 

b) introducing into the celL 

1) a DNA construct comprising; 

a) an exogenous gene encoding the polypeptide; and 

b) a response element; 

wherein the gene is under the control of the response element; and 

2) an ecdysone receptor complex comprising: 

a) a DNA binding domain; 

b) a binding domain for the ligand; and 

c) a transactivation domain; and 

c) exposing the cell to the ligand. 

Claim 5 (previously presented) A method for regulating endogenous or heterologous 
gene expression in a transgenic organism, wherein the organism is other than plant, 
comprising contacting a ligand of the formula: 



i 
i 
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■N — R 



E 




wherein: 

B is a (C^Ce)alkyl containing a tertiary carbon or a cyano(Cs-C5)alkyl containing 
a tertiary carbon; 

Ri is H, Me, fit, i-Pr, F, formyl, CFs, CHF*, CHCk, CHsF, CHaCl, CH 2 OH, 

CH20Me, CH2CN, CN, G»CH, 1-propynyl, 2-propynyl, vinyl, OH, OMe, OEt, 
cyclopropyl, CF2CF3, CH=CHCN, allyl, azido, SON, or SCHF 2 ; 

R* is H; Me, Et, ft-Pr, i-Pr, formyl, CF3, CHF2, CHCb, CHsF, CH2CI, CH 3 OH, 
CHaOMe, CHsCN, CN, feCH, 1-propynyl, 2~propynyJ., vinyl, Ac, F, CI, OH, 
OMe, OEt, O-n-Pr, OAc, NMe 2 , NEtz, SMe, SEt, : SOCF3, OCF2CF2H, COEt, 
cyclopropyl, CF2CF3, CH=CHCN, allyL asrido, OCFs, OCHF 2 , O-i-Pr, SCN, 
SCHF2, SOMei NH-CN, or joined with R 3 and trie phenyl carbons to which R 2 
and R 3 are attached to form an ethytenedioxy, adibydrofury] ring with the 
oxygen adjacent to a phenyl carbon, or a dihydrqpyryl ring with the oxygen 
adjacent to a phenyl carbon; 

R3 is H, Et, or joined with R 2 and the phenyl carbons to which R 2 and R 3 are 
attached to form an ethylenedioxy, a dihydrofuryl ring with the oxygen 
adjacent to a phenyl carbon, or a dibydropyryl ring with the oxygen adjacent 
to a phenyl carbon; 

R* R E , and R« ar6 independently H, Me, Et, F, CI, Br, fonnyl, CFs, CHF2, CHCb, 
CHaF, CHaCl, CHsOH, CN, CaCH, 1-propynyl, 2-propynyl, vinyl, OMe, OEt, 
SMe, or SEt; 
provided, that: 

a) when R 1 is Me and R 2 is OMe; 

then R a is Hi and the combination R* f R c , and R 9 is 3,5-di-Me, 3>di-OMe-4- 
Me, 3,5-di-Cl, or 3,5-di-F; 

b) when R 1 is Me and R 2 is OEt; 

then R 3 is H and the combination R*, R 5 , and R 6 is 3,5-di-Me, 3,5-di-OMe-4- 
Me, 3,5-di-Cl, 3,5-di-F, 2,4- or 2,5-di-F, 2,4- pr 2,5-di-Cl ; 
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c) whenR*isEtandR 3 isOMeorOEt; 

then R 3 is H and the combination R 4 , R*, and R 8 is: 

i) 3,5-di-OMe-4-Me, 3,5-di-C], 3,5-di-F, 2,4- or 2,5-di-F 7 2,4- or 2,5-di-Cl, 3- 
OMe, 2-CP5-Me, 2-Br-5-Me, 2-C1, 2-Br T or or 

ii) R* is H, R 4 is Me, and R B is Et, F, CI, Br, formyl, CFs; CHF 2 , CHCls, CHaF, 
CHiCX CHsOH, CN, OCH, 1-propynyl, 2-propynyl, vinyl, OMe, OEt, 
SMe, orSEt; 

d) when R J is i-Pr; 

then R 2 is OMe, or OEt; R 3 is H; and the combination R\ R*, and R 6 jjs 3,5-di- 
Me; 

e) when R* is Et; 

then R 2 is H, R J is F or CI, and the combination R 4 > R 6 , and R* is 3,5-di-Me; 

f) when R* and R 3 , together with the phenyl carbons to which they are attached, 
form an ethylenedioxy ring; 

then R* is Me or Et and the combination R 4 , R r >, and R s is 3,5-di-Me; 

g) whfen R* and R 8 , together with the phenyl carbons to which they are attached, 
form a dihydrofuryl or dihydropyryl ring; 

then R* is Et and the combination R 4 , R 6 , and R° is 3,5-di-Me; 

h) when R 1 is formyl, CFs, CHF 2 , CHCl*, CH2F, CH 2 C1, CH»OH, CHaOMe, 
CH3CN, CN, OCH, l-propynyl t 2-propynyl, vinyl, OH, cyclopropyl, CF2CF3, 
CH^CHCN, ailyl, azido, SCN, or SCHFs; 

then R 2 is OMe or OEt, R 3 is H, and the combination R 4 , R 5 , and R 6 is 3,5-di- 
Me; and 

i) when R 2 is Me, Et, n-Pr, i-Pr, formyl, CFa, CHF2, CHCh, CHzF, CH 2 C1, 
CH2OH, CHsOMe, CH2CN, CN, C=CH, 1-propynyl, 2-propynyl, vinyl, Ac, F, 
CI, OH, O-n-Pr, OAc, NMea, NEt*, SMe, SEt, SOCFa, OCF3CF2H, COEt, 
cyclopropyl, CFaCFs, CH=CHCN, allyl, azido, OCFs, OCHFs, O-i-Pr, SCN, 
SCHF2, SOMe, or NH-CN; 

then R 1 is Et, is H, the combination R 4 , R 5 , and R* is 3,5-di-Me; 
with an ecdysoae receptor complex within the cells of the organism wherein the cells 
further contain a DNA binding sequence for the ecdysone receptor complex when 
in combination with the ligand and wherein formation of an ecdjrsone receptor 
complex-ligand-DNA binding sequence complex induces expression of the gene. 
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Claim 6 (cancelled) 

Claim 7 (original) The method of Claim 3 wherein the ligand is of the specified 
formula and E is t-butyl; R 1 is Me, Et, i-Pr f or F; R» is OH, OMe, OEt, or joined with R 3 
and the phenyl carbons to which R 2 and R 3 are attached to form an ethylenedfoxy or 
dihydrofuryl ring with the oxygen adjacent to a phenyl carbon; R 8 is H, Et or joined 
with R s and the phenyl carbons to which R 2 and R 3 are attached to form an 
ethylenedioxy or dihydrofuryl ring with the oxygen adjacent to a phenyl carbon; and R 4 , 
R G , and R* are independently Me, F, CI, CHsOH, or OMe. 

Claim 8 (original) The method of Claim 4 wherein the ligand is of the specified 
formula and E is t-butyl; R 1 is Me, Et, i-Pr, or F; R z is OH, OMe, OlEt, or joined with R 3 
and the phenyl carbons to which R 2 and R 3 are attached to form an ethylenedioxy or 
dihydrofuryl ring with the oxygen adjacent to a phenyl carbon; R 3 is H, Et or joined 
with R 2 and the phenyl carbons to which R 2 and R 3 are attached to form an 
ethylenedioxy or dihydrofuryl ring with the oxygen adjacent to a phenyl carbon; and R 4 , 
R B , and R c are independently Me, F, CI, CH 2 OH, or OMe. 

Claim 9 (original) The method of Claim 5 wherein the ligand is of the specified 
formula atJ,d E is t-butyl; R 1 is Me, Et, i-Pr, or F; R 2 is OH, OMe, OEt, or joined with R 3 
and the phenyl carbons to which R 2 and R 3 are attached to form an ethylenedioxy or 
dihydrofuryl ring with the oxygen adjacent to a phenyl carbon; R 3 is H, Et or joined with 
rs and the phenyl carbons to which R 2 and R 3 are attached to form an ethylenedioxy or 
dihydrofuryl ring with the oxygen adjacent to a phenyl carbon; and R 4 , R 5 , and R° are 
independently Me, F, CI, CHiOH, or OMe* 
Claim 10 (cancelled) 

Claim 11 (original) The method of Claim 3 wherein the hgand is of the specified 
formula and E is t-butyl, R l is Et, R 3 is OEt, R 8 is H, and the combination R 4 , R 5 , and R 6 
is 3,5-di-Me. 

Claim 12 (original) The method of Claim 4 wherein the ligand is of the specified 
formula and E is t-butyl, R J is Et, R 2 is OEt, R 3 is H, and the combination R 4 , R c , and R 0 
is 3,5-di-Me. 

Claim 13 (original) The method of Claim 5 wherein the ligand is of the specified 
formula and E is t-butyl, R 1 is Et, R 2 is OEt, R 3 is H, and the combination R 4 , R 6 , and R* 
is 3,5-di-Me. 

i 
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Claim 14 (cancelled) 

Claim 15 (original) The method of Claim 3 wherein the ecdysone receptor complex is 
a chimeric ecdysone receptor complex and the DNA construct further comprises a 
promoter. 

Claim 16 (original) The method of Claim 4 wherein the ecdysone receptor complex is 
a chimeric ecdysone receptor complex and the DNA construct further comprises a 
promoter. 

Claiml7 (original) The method of CJaim 5 wherein, the ecdysone receptor complex is a 
chimeric ecdysone receptor complex and the DNA construct further comprises a 
promoter. 

Claim 19 (original) The method of Claim 3 wherein the subject is a mammal. 
Claim 20 (previously presented) The method of Claim 3 wherein the subject is a 
fungus or yeast. 
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